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(54) Title: OPHTHALMIC ADHESIVE PREPARATIONS FOR PERCUTANEOUS ABSORPTION 

(54) mjXDzm m$m&$L*&mtittm 

(57) Abstract: Ophthalmic adhesive preparations for percutaneous absorption to be used in treating diseases in the posterior parts of 
eye characterized by having a drug-containing layer which contains a drug to be delivered to the posterior parts of eye including the 
crystalline lens, the vitreous body, the uvea and the retina, together with a percutaneous sorbefacient comprising polyoxyethylene 
oleyl ether and/or isopropyl myristate uniformly dispersed in a base matrix. 
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I) T^SnsXM-j^D'j K CJWT, (II) tlB«-r«H<i:t)*S.'] 

t HIS, U>7,)V^-)V^ pij F, h )lJL>X)Vft-)lS7 □ u h\ 

(in) T^n^ti^ cjwt. (in) ifemt-'Sz: th$>z>. : 

i>>. <VO'fy>, y;i/n-re^>, tert- n-r l-7S/y^n^n/l 
#;u#>&, i-7$y y^DA^>*j^>iWtf6ti5 0 -ffcUr^ (ii) 

tit^m (III) iCD^^Ii, S3f*H6*lTV^^&, #J*.«\ ->a-y^>/t^ 
"7> (Shotten-Bauman) SJfo^tc J; Ofi^ d t^tf 5. 

(IV) -e^$tlS^-&^tN-h FD^->n;\/7^ ^ Htt, 

s^^x^;i/^) t^^L, *e^^jT$s-g-$i±§o m-e,mtLT\z, mx\t. n, 

n-^->/7 □ 'v* 5 KXtt l 3 - (3 - y^^;i/75 

yyntr;p) fDV-K*?* 5 Kttltt*jJJ»Ii:«fflsn5. -flgit (VI) 

n§7$/7^-^ uar, (vi) ite«-rsciife$,^ 0 ) tnn 

h'j7'h77/-;k (s) -2-75y-3-y^DA+y^-i-7-DAV 

-«z£ (V) t^sns^titfb^ (vd WA«fh7tKn75>. 

;U75>, h°U^>#) ©#fiET(3SiS$-&S«, MtC -jftst (VII) T^£tl 
Uix>#) TStftTSch, (I) £«jSf* z t*«T*«. SJ6S«tt. iRMclg 
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(1) N — (2 -j-77U>x)l*-ji) -L-ytu jl-L-n-i 

(2) N- (4-7MD7iZM;^i;W -L-A'UJHL-D^yt-JK 

(3) N — (4-7007xzj^;i/*z^) -L-AU^-L-D-i'yt-;k 

(4) N — (4-^f^7i-MMrjl,) -L-ZtU^-L-D^yt-Jk 

(5) N — ( 2 -1-7* U>X)lft-)l) - L - tert- P < ~>;W- L - =y-y — 

(6) N- (4-7MP7xZ^W-^) -D - AU ;U- L - □ -f v^— ;U, 

(7) N- (4 -7 )V^U7 x~)V7)V^ — )V) - L - y ;P P < L - n -f -> 

(8) n — (4-7Mo7iz^7W-m - l - y ;w\*u;i/-L - p-r ->^- 

— )V. 

(9) 1- (2-t7^1/>7M-^75;) y^D^y^/^jH^jlz-L- 

(10) N- ( 2 --f7$ U>7)V^ — )V) - L - tert- p< ->;p- L - 7xIJP 

(11) n- (4 - 7;w^-p^x - l -a u l - 7 t—)VT 

(12) N- ( 2 -1-7 9 U>7,)V^-)V) - L -A'J L - 7 x. ~)U7^--j- 

(13) N — (4-^OD7x-^7x^*ZJV) -L-A*'J^-L-7i-^77 

(14) N- (4-^^71-^7]^"^) -L-AU^-L-7x-Jl/77 

(15) 1- (2 -1-7 9 U>7)V^~)V7 ^ J) ^7 U^**fyt))Vi£-)V- L 
-7xZ^77^7-Jk 

(16) 1- (2-t7^l/>XJ^Z^757) u^>7 >X)\/#-)l- L 



WO 01/26648 



-7- 



PCT/JP00/06815 



(17) N — (4-^DD7i-MW-W -L-A'U^-L-h'J^h7 7 

(18) N- (4-7M07iZMj^ZJW -L-A'U^-L-hij7*h7 

(19) 1- (2-t7^P>XM-jP75;) n^tf )V- L 
- h'J7"h77t-^ 

(20) N- ( 2 -~T7$> ]y>^)V^')V) - L - tert - n -f L - h >J y h 
7T-1- — 

(21) N- (4-7M07i-^)l/*-)l/) ~ L - A'J^ - L - y/?DA^ 
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(25) N- (4-7JltD7x-MJl/fcW - L -AU D - □ < ->^-- 

(26) N- (4-7Jl/tD7x-Jl/7J^ZjV) - L -AU ;P - L -77 — 

(27) N-y<^;i/x;Pzhc-;u-L -a*'J )V- l - o-r ~>3>-— ;u 
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JL<» *#r&*Jl*fc:*5tt*5 'Jx^^y^ntf^cE^it) 5~3 ow 

5 &tt3SSie^ (W/w%) tJ:0*Ufc#'Jt*'>if I/>*k;h-t;p 
t 5 'J >i-f V t'^©tf jt^^' 1 : 0. 1-1: 5 CO «g H <h ft -S «fc 5 

SH-^*«, 10~30W/W%Tg> t) , 10~20W/W%T"&S;i t/^ffi&Ml'^fSL 

io <, io—i5w/wxT?**^t*«Wk:«F*H/i. 

m0~30W/W%T& D . 10~20W/W%T$)5 d <h SE £ $? S L < > 10 — 

e>nTVi5ft^!»JR(JEJiS«JS:1ii&Wl'BB^LT t>«fcli. -5 ^ft&®JR{Eii 

^Joo^Ji; LIB, N-T->;i/+J-;i/D zs ><D N - 7 O )],•$■ )Vn >->, 
y^J}gJ3£^-tJ-;H3 y N-XrTO^MJ^yy, ^" y ^--f )V^)VU y > , 

v^v^AJft, yj;i/->^Am> tjvs-^am) . SMiMxx^;i/T& 
(*5>J—)i, iLf?j-)V, 7'n/y-jk y y°n/w-;K -??y—)i>, *\ 
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mwm. ?)V*)\,Wi. TVMym, tr*u>&, x^U>g£, T^7^>wt. 

5?^?;|/7tN75K, 7^7WA7S Kf , fcTnUK>»|i»# 

ote*»>7-feu>, attt/t^-o, r^>h-f >, 7^7k>, 

r 7-feU>, ifv^>, 7571, Y^risfyT*? ^ Z u^y$ >- 2 - 

S^hU77iLTH. T^U;P9R«i#JW, ->Uu>» 

x^7< K7-XttX5 1 l/>— fV7*l/>-7?l/>^l^J:r)&5fe©T»t), 

c:n^*^iSM4RLT^ffl-rn««tiJ 0 $fcYhU77n t ^-y°mm. 
m > / t v 7° m m <d & m \ z as d # w- c n 5 s gy t z m n m u e. n x v ^ ^ j # ^ , 

77UJHmj7hU77tLTH WAfcJ, H*A-AM KHIS7 7U 
;i^S£#JBPE-300 (Hi^HrS40%) SttfJUtH, jfcfc. B^ii 
-AW KI*«CK-401 (EH^Hr»10~15%) *««{Eit»Ji:LTffl^«c:a:*« 

mffiM) MDX40-42 1 O^Sr v U □ >x^x h7- <h Li, ^ zi — - > ^7 

0 MEDICAL FLUID, 20cs£ -> U □ >*--r Ltl H -5 S. y'Jn> 

• SO, MtL\%, ^'7Zi-->^T^yMBIO-PSAQ7-450K BIO-PSAX7-420 1 > 'J > 
f7^S#'J^fJl,7i-Jk>D^>^l^ > 77'JjH-y^^yO^ 
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-1107, #U ^U<y ^XTR-llll^, B*^rfi5o^AMJSR5000#cDrti|g n n p^iiic 

K;H»»C»T5l5 1 l/>t+y K©¥^ttJDfl?6fcW:, » JL< fcM. 5-5. 5fi 
tf> r^K^Sffij O^l^aaiKSnfc^ffilCk 0«83£bfet#fiD7K»Sflii**4. 5~5. 5 
«J!il3N0FABLE EA0-9905rtWiItC/B ^ Ctl-So 
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zi*. yfr-j-vi/y, -7xyf>, -t>)vv\i» , >?)v?x >m^^m 

m (Mz-lt. (memantine) , xr/yJK:'/ (dizoci lpine) 

x^ns^-g-^fcN - (4 - 7)VJru yx. -)V7s)Vt^-)V) -l-au;p- 

, * tg T *58 BJ ©Ifitf £ij <D%}$k £ m W T <£> . 

(1) «fflLfc«&»JRfi5f?fJfil 

% 1 £#2 (C^-ril^fC^oT, ^l/Hr>;o>Xt4N- (4-7WD7i 

- l -/tu l - (j^t> tsja6017j 
^ iIMII(;^tiT©w/w%&^f 0 Hg&ttg (w/w%) 

a, mm/ (*«+«&!»jR(EJia + T^u;w*tt#a+**(EjiS!i) xioot 

LT#ttll,;fc. EA09905te, # U v'l? 1/ >^ U'f ;H-r Jl/ (NOFABLE EAO 
-9905 : B*iftlt) Sr^L, IPMIt 5 'J Xf>i< V 7'o fjl/ W„ 

ij lx- bn#V?-mWi£ U;U»«i*#J (PE300 : B*#-AW 

Kit*) RUC, M^M^Ji UT»KX^sy h ^ X > * © & 7 ~10%<D^*i 

(CK401 : B**-AW KXH) T 9 U I h u # U : 

= 100 : 1 ©S»jfc*Tfi^LTKJS$-&*;i£K:«fcDfeKLfc. 
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mi 



5km 

XT ~ 

No. 


7 VY -V Dy 

(%) 


EA09905 

(%) 


I PM (%) 


(%) 


P 1 
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9 7 
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1 0 


1 0 


7 7 
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1 0 


2 0 


6 7 
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2 0 


1 0 


6 7 
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2 0 


2 0 


5 7 


P 6 


3 


5 


0 


9 2 


P 7 


3 


1 0 


0 


8 7 


P 8 
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2 0 
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7 7 


P 9 


3 


0 


1 0 


8 7 


P 1 0 


3 


0 


2 0 


7 7 


(b) n- (4-7^tD7x-;u;p*-;i.) - l -a* u l - p-t s 


mm 

No. 


SJA6017 

(%) 


EAO9905 

(%) 


I PM (%) 


7f Uk-h3*° 'J7- 

(%) 


S 1 

mm) 


5 


0 


0 


9 5 


S 2 


5 


2 0 


0 


7 5 I 


S 3 


5 


2 0 


1 0 


6 5 


S 4 


5 


2 0 


2 0 


5 5 
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(2) fcmmmmzkmw 

s.mmm^mz\t, mmmmmm-v f • • f (side-by-side) 

^-tr;i/Permcell HK-5P (/htlifll) Hi;, ft Ttt 

£*<Z>tf-«©"fe;i/ 1 »-fe;P 1 ©BlPgB 2 ©fig^lJO. 64 c m 2 T-$> 0 , 

y^^^-7-T«ft^.r**^T-5 (0fe^l2OO r pm) . 

(3) &.m-v->7)MDftm 

8 -wmmoim&^T ux^v x (Hr/Kud^^) <Dmm<Dmi%<DBzm&WQm. 
m i *#S8. ±fETS^u^^\T i/x^^xcD^it 3 &u--f K • A< • U--f F 

iMtJKD-5©tJH (U±7?—m±i)l<£-?2>) ©WPffl52 (0.64cm 2 ) 
h 7 TIU, ^(D±tCT;U5 - ^ A~>— h 9 $fei±fe_hT\ •ffi^<D 

^WnVtzmmZ:. TIB (6) 0^#0H P L C (r «fc 0 <, U-fe^^— fe 

( 5 ) In vivofct**- 1 

mikw*VL&ttmfrt><D]km* (y°u f-v*p>&cxs j a 6 o i d iBcnmm. 

(yUH — yo» ^ fT£«lf>t-r 5 fc«£>, 8iSi&(&ifH4Wistar/ST 

m\oc m 2 ommm^m^nm^o. p 5 c/p f- »/d >^#) s^s 4 (s 
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t)-3.-W>7V >tftf- hi DO. 5m 1 ©S?jfii£f?o&. £f c > IBasifc*^ 

5 HPL Cf;:T^%M^£$j;i£Lfco 
( 6 ) In vivolitifc- 2 

TieMfife©S J A 6 0 1 7£#flStf3ate^HT, «&»JRft!i#3fltf>s©i|ji|t* 
S«a^0SJA6O 1 7<Z>#fir£* #M^i©itli^^!tLL 

0 S J A 6 0 1 7 o. 15g (5W/WSK) 

EAO 9 9 0 5 0.6g (20W/W56) 

S'JXf>g|'fy^D^ 0. 6g (20W/W%) 

7^U;U*tt*JW(PE-300) 1.6336 g 

mmmmmjMzmi o. nnissg 

5 alt 3. 00 g 

M£.®LW.nmz\$, 9 il§fc<7)lf£ttWistar/ST^ y h (#:fi^280~300 g ) £B£ 

££©&H«fc-3«ttKfT^fc Q M£t£#S¥<D®if3 (10E) ojftaJt, ±E»J5Ig<0 
I^fl?:l^fc5. 0cmX6. 0cm (30cm 2 ) ©ij-^XOS J A6 0 1 7i 
&»«Jtttf»!l£flfifl'U *!*«n7a:^«fc'5U-^-h^-^T«llLfc. 12Pf PelSAtf 

IBM • nii o kshj, -^n^n20BM^^^t)i±T i -y->y;i/<h L 

JlttWistar^^h (&fi*5600g : 592±34g) 

\,k h n)v\£?-)vmmT\zW}M<Dm&m\z. sjA6on^2m g /k 

gS^t§ d £\Z& <0ft-ofco S#t'tt, l0mg<DSJA6O17£x^ y— ;|, 
/PEG400/7K (1/2/1) S^ffilOm 1 t*«ps-a-fciga[S;ffiVifc. 
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(7) un*¥<Dmmmm<Dfem 

*7A : CAPCELL PAK CN UG120 5 ^m, 4.6 mm* x 250 mm 
#— : CAPCELL PAK CN UG120 5 Mm, 4. 6 mm* X 35 mm 
mm : UV-254 nm 

: T± b — h U ;1//tK = 30/70 
?M : 1. 0 ml/# 

: 40<C 
SAl: 50/z 13U2100M I 
« ft m m : i&6~7# 
(b) N- (4-7WD7i-MJ^zM -L-Aij;i/-L-D'f'>t- 

+ nsN- (4-7;i/tD7xz;^^*z;i/) -l-aiup- 

L - — ;U£>S9J£tt, *©^ttfflTI:- HP L Cdi Ofrot. 

(i) In vitrofetlft ( Uiz 7° ? — «-fe;U«f»« i K) 
ti^A: BECKMAN ULTRASPHERE ODS 5 m m 2. Omm 0X 250 mm 
4ft til : UV-250 nm 

&Wim : T± b — h U ;U/tK (35/65) SIt>IIh'j7MnSi^ 
M3i : 0. 25 ml/# 

: 45T: 
&A1; : 100m 1 
^ftUtPal : *<J16# 
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(i i) In vivofSffc 
#^A: CAPCELL PAK C, 8 SG120 5 am 4. 6 mm 4> x 250 mm 
&>m, : UV-272 nm 

: 0.02 M U>iIiS (pH7) : Til h- h U ;i/ = 45 : 55 
5 ?M : 1. 0 ml/# 
: 40r 
ftAi: \0Qul 

io <&mmMmmmm-c(Dum^M> 

^ 3 ~ 6 RUM 2 ~ 5 &JtM-Sg£ffl UfcHtlfcCl&^T, is^^^^e. 
N- (4 -y )V^-uy ^-)V7,)V^=-)V) - l -AU l - n-r ->:*- — ;p (s 

J A 6 0 1 7) <Z)Jgf«fi£^T (J^fir -. M g/cm 2 ) . 
15 3j?'J t*yXfU>tI/'f ^X- "T^Ri^/XteS U >l-f V!7°D t°;!/£r 
#^-t--5*^BJC0#^)SBfi^^jP 2~P 1 0^<=>(75yi/ F-yD>©^)|II(j:, 
^3~5&UC0 2 ~4(C^-r=ke)(', (PI) {CltLT*#<i£#£nfCo 
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0. 00 


0. 00 


0. 00 


0. 00 


0. 00 


0. 00 


0. 00 
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0. 00 


0. 00 


0. 00 


0. 00 


0. 00 


0. 00 


0. 00 


0. 00 


0. 00 


0. 00 


2 


0. 00 


0. 00 


1. 27 


0. 60 


0. 53 


0. 12 


0. 12 


0. 02 


0. 16 


0. 03 


3 


0. 00 


0. 00 


4. 33 


1. 18 


1. 96 


0. 50 


0. 39 


0. 10 


0. 51 


0. 11 


6 


0. 00 


0. 00 


20. 21 


3. 61 


9. 83 


2. 17 


2. 94 


0. 43 


3. 23 


0. 00 


9 


0. 00 


0. 00 


42. 64 


6. 22 


21. 54 


4. 56 


7. 60 


1. 41 


6. 82 


0. 61 


12 


0. 00 


0. 00 


69. 04 


8. 98 


32. 78 


5. 46 


13. 30 


1. 67 


11. 18 


3. 14 


18 


0. 30 


0. 06 


135. 47 


14. 46 


59. 69 


9. 70 


28. 20 


3. 75 


21. 72 


1. 86 


24 


0. 45 


0. 08 


158. 94 


10. 10 


86. 49 


14. 76 


45. 33 


5. 85 


33. 56 


3. 21 


30 
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